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• In post-menopausal women, the sluggish return to baseline could result in longer overall exposure to stress hormones, compensating in part for lower absolute levels
• Intrinsic sex-related differences in the mechanistic regulation of the HPA axis could not be explained by differences in sex-steroid concentrations, as assessed by exploratory linear regression
• Our data suggest that testosterone possibly promotes HPA axis recovery after cortisol suppression, in view of the strong escape of ACTH in older men
Discussion
• Gender determines the recovery of the hypothalamo-pituitary unit from cortisol-induced feedback, with attenuated responses in postmenopausal women
• The gender differences may have relevance to stress-related adaptations in the sexes
Conclusions
• Available clinical literature raises the possibility that stress-responsive mechanisms differ by gender, especially in older individuals
Introduction
• To determine the impact of gender in feedback inhibition and feedforward recovery of the hypothalamic-pituitary-adrenal (HPA) axis during and after an experimental cortisol infusion in older subjects
Objective
• Gender did not determine mean ACTH concentrations during the clamp phase of glucocorticoid feedback.
• Gender strongly influenced mean ACTH concentrations during recovery from exogenous cortisol infusion: women <men (p<0.01; KTCZ/low-dose cortisol arm, and p<0.001; KTCZ/high-dose cortisol arm) (Fig. 2, Fig. 3) • Decreased ACTH recovery in women was associated with lower mean cortisol concentrations pointing to attenuated drive of ACTH outflow rather than cortisol hypersecretion as the sex-related mechanism.
• Both linear and nonlinear regression analyses confirmed markedly impaired ACTH recovery in women over time ( 
Results
• We conducted a prospectively randomized double-blind, placebo-controlled, crossover study in 10 older men and 10 post-menopausal women
• During four separate hospital visits, each subject received oral placebo and intravenous saline (IVS), or oral ketoconazole (KTCZ) and an infusion of either IVS, low-dose (2.5mg/m 2 ) cortisol (LDC), or high-dose (10 mg/m 2 ) cortisol (HDC)
• ACTH and cortisol concentrations were measured every 10 minutes during the last 4 hours of the saline and cortisol infusions (feedback-clamp phase) and for 10 hours thereafter (recovery phase) (Fig. 1) 
Methods

